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WHAT IS CIiAIMED IS; 

A CQmpouhd of the formula; 




or pharmaceut\cally acceptable salts thereof wherein 
Ar is phenyl, \ or 2-naphthyl, 2-. 3-, or 4-pyridyl, 2-, 
4- or 5-pyr\midinyl, each of which is mono-, di-, or 
trisubstitutek with halogen, trif luoromethyl , 
hydroxy, amino\cyano, carboxamide, Ci-Ce alkyl, Ci- 
C6 alkoxy, C^-C^Vcloalkyl , or amino (C,-C,) alkyl with 
the proviso that V least one of the ortho or para 
positions of Ar is ^stituted; 
is hydrogen, halogenX trif luoromethyl , carboxamide, 
carboxylate, Ci-Cs alk\l , C^-C, cycloalkyl, or (Ci-Cg 
alkyl) -G^-R* wherein nitrogen, oxygen or sulfur 

and R« is hydrogen, C3-j5^Woalkyl , or Ci-Cg alkyl; 
and together represer^K^^^^j -G^- (C2-C4) - wherein 
is methylene, oxygen, ^^Il^ur or NR\ wherein R' is 
hydrogen, C3-C, cycloalkyl, orV-C« alkyl; or 
and taken together represent -0^=A-CH=CH- wherein 
A is N or CRS- 
R* is -(C0-C6 alkyl) -Z; 
Z is -CR'R'', NR'R'', or' or SR'; and 

R' and R'' independently represent hy^ogen or (Ci- 
Ce) alkyl; 

R* and R^ are the same or different and repreWnt 
hydrogen, hydroxy, C,-C, alkoxy (C,-C,) alkyl . 
hydroxy (C,-Ce) alkyl, C3-C, cycloalkyl, or C>^C« alkyl; 
or 



phenyl, 2-, 3-, or 4-pyridyl, 2- or 3-thienyl, or 2-, 
4-, or 5-pyrimidinyl, each of which is 
optionally mono- or disubst ituted with halogen, 
trif luoromethyl , hydroxy, C^-Cs alkyl, Cj-C-, 
vcycloalicyl, or C.-Cg alkoxy; or 
and R= together represent - (C2-C3) -G'- (C1-C3) - where 

is \ethylene, 1.2 phenylene, oxygen, sulfur or 
NR'\ and 

r'" is C^\i alkyl, Cj-C, cycloalkyl, phenyl, 2-, 3-, 
or 4-\yridyl, 2- or 3-thienyl, or 2-, 4- or 5- 
pyrimiayl . 



2. A compound according to claim 1, wherein R, and R3 
together represent -CH=CrVcH=CH- . 

3. A compound acco^ing to claim 2, wherein R« is 
hydrogen or C^-Cs alkyl. 

4. A compound according \o claim 1, wherein Ar is phenyl 
mono-, di-, or trisubstituted \ith halogen, trif luoromethyl , 
hydroxy, amino, cyano, carboxami^, Ci-Cg alkyl, Ci-Cs alkoxy, 
C3-C, cycloalkyl, or amino (C,-C,) allWl with the proviso that at 
I'east one of the ortho positions ofVr is substituted. 



5 . A compound according to 
substituted in the 2 and 4 posj 
chloro . 



4, wherein Ar is phenyl 
*d.th methyl, fluoro or 



6. A compoxind according to clai^p 3, 

2,4,6 - tr imethylphenyl . 



wherein Ar is 



7. A compound according to claim 6, Wrein and 
independently represent hydrogen, C,-C, alkoxy (a-C,) alkyl, C3- 
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C-, cycloal 




C. alkyl 



8. A 



compound according to claim 2, wherein is 



NR'R'' 



10 



9 . A compound according 



rding to claim 2, wherein 



is -(Ci' 



9t,9' 



C6 alkyl) -NR'R 



11. A compoundNu^cording to claim 8, wherein Ar is 
2,4, 6 -trimethylphenyl . 

10. A compound according' V\claim 8, wherein R* and R^ 
independently represent hydrogen, C>^ alkoxy (C,-C,) alkyl, C3- 
C, cycloalkyl, or Ci-C^ alkyl. 



W 

Ln2 0 
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12. AN^ompound according to claim 1, wherein R^ and R^ 
together repr^Wt - (C0-C2) CH, (C2-C4) - • 

13. A compom^ according to claim 12, wherein Ar is 
2,4, 6 -trimethylphenyl . 

14. A compound accord\g to claim 13, wherein R* and R^ 
independently represent hydro^, C,-C, alkoxy(C,-Cj alkyl, C,- 
C, cycloalkyl, or Ci-Cg alkyl 

15. A compound according tb-v^^a^^ which is 

4- (N-Cyclopropylmethyl-N-propyl)amino-2\nethyl-9 - (2,4,6- 
trimethylphenyl) - 5 , 6 , 7 , 8- tetrahydro-9H-pyWdino [4 , 5-b] indole 



30 16. A compound according to Claim 1 whic\is 

4- (N,N-Dipropyl)amino-2-methyl-9- (2 , 4 , 6-trimeth^phenyl) - 
5,6,7, 8-tetrahydro-9H-pyrimidino [4 , 5-b] indole . 
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17. ^compound according to Claim 1 which is 
4-(N-Propyl^ethyl)amino-2-methyl-9-(2.4.6-trimethylphenyl) 

5,6,7 , 8- tetrahy^o-9H-pyrimidino [4 , 5-b] indole 



18. A compound ^bcording to Claim 1 which is 
4- (N-CyclopropylmethylzNVpropyl)amino-2-methyl-9- (2,4,6 

trimethylphenyl) -9H-pi 



5J4, 5-b] indole 



19. A compound according dto Claim 1 which 
4- (N,N-Dipropyl)amino-2-methyl-9-\,4,6-trimethylphenyl) -9H- 

pyr imidino [4, 5-bl indole. 



20. A compound acWding to Claim 1 which is 
I 4_ (N,N-Dipropyl)amino-6-ebi^amino-2-methyl-9- (2,4,6- 

Ul5 trimethylphenyl) -9H-pyrimidi>tQ|£yl , 5-b] indole. 

^ 21. A compound according to C3>^m 1 which is 

4 - (N , N-Dipropyl ) amino- 6 -diethylamino- 2S(nethyl - 9- (2 , 4 , 6 
trimethylphenyl) -9H-pyrimidino [4 , 5-b] indd5 




22. A compoiind according to Claim 1 which is 
4 -Bis (2-methoxyethyi) amino-2 -methyl- 9- (2,4,6- 
trimethylphenyl)-5,6\,8-tetrahydro-9H-pyrimidino[4,5- 

b] indole . 



25 



2 3. A compound accori 
4- (N, N-Dipropyl) amino-2 
dimethyl phenyl) -9H-pyr 



Lng 



to Claim 1 which is 
ieth^-9- (4-bromo-2, 6- 
, 5-b] indole . 
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24. A compound accordirig^ to\claim 1 which is 
4 - Bi s ( 2 - me thoxye thyl ) amino-2 -methyV 9 - (4 -bromo -2,6 
dimethylphenyl) -9H-pyr imidino [4 , 5-b]N^dole . 
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25. A expound according to Claim 1 which is 
4- (N,N-Dipropyl)vamino-2-methyl-9- (4 -chloro-2 -methylphenyl ) 
9H-pyrimidino [4 , 5-^1 indole . 



26. A compound ac^rding to Claim 1 which is 
4- (N,N-Dipropyl)amino-2-n^thyl-9- (4 -cyano-2 , 6 - 
dimethylphenyl) -9H-pyrW^o [4 , 5-b] indole. 



27. A compound accordingVo Claim 1 which is 
10 4-Bis (2-methoxyethyl) amino-2-metiwl-9- (2,4,6- 
trimethylphenyl) -9H-pyrimidino [4 , ^b] indole . 



m 

(pi 
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28. A compound accorl^na to Claim 1 which is 
4-(N-Cyclopropylmethyl-N-pr^^amino-6-ethylamino-2-methyl- 

9 - ( 2 , 4 , 6 - 1 r imethylphenyl ) - 9H-pyHl"idino [4 , 5 -b] indole . 



29. A cdhroound according to Claim 1 which is 

4- (N- (2-Hydroxy^iyl) -N-Cyclopropylmethyl) amino-2 -methyl -9- 
(2,4,6 - trimethylph^yl) - 9H-pyrimidino [4 , 5-b] indole . 

30. A compound according to Claim 1 which is 

4- (N- (2-Hydroxyethyl) -N-Oydopropyl) amino-2-methyl-9- (2,4,6 
tr imethylphenyl) -9H- pyrimidino [4, 5-b] indole. 
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31. A compound according"^^Q;^aim 1 which is 

4- (N,N-Dipropyl)amino-2-metJ^V^^^>5=S-^^^'"®*'^y^P^^ ' 
5,6,7 - 1 r ihydrocyclopenta [2,1 -dj^iKpyr imidino [4 , 5 -b] indole 



32 . A compound according to Clain\l which is 
30 4- (N,N-Dipropyl)amino-2-methyl-9- (2 , 6-dititiethylphenyl) -9H- 
pyrimidino (4 , 5-b] indole , 
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33. '5^ compound according to Claim 1 which is 4- (N,N- 
Dipropyl ) am W-2 -methyl - 9 - (4 -aminomethyl -2 , 6 -dimethylphenyl ) 
9H-pyrimidino\4 , 5-b] indole . 

34. A com^und according to Claim 1 which is 4- (N,N- 
Dipropyl ) amino- 2 \r>ethyl - 9 - ( 2 . 6 -dime thyl - 4 - 
(methylaminomethyrVphenyl) -9H-pyrimidino [4 .5-b] indole . 

35. A compoundVccording to Claim 1 which is 4- (N- 
Cyclopropylmethyl-N-p^pyl) amino-9- (2 , 4 , 6-trimethylphenyl) - 
5,6,7, 8 - tetrahydro- 9H-pVrimidino [4 , 5-bl indole . 

36. A compound acceding to Claim 1 which is 4-{N,N- 
Dipropyl ) amino - 9 - ( 2 , 4 , 6 - 1 r iN^e thylphenyl ) - 5 , 6 , 7 , 8 - tetrahydro- 9H- 
pyrimidino [4 , 5 -b] indole . 

37. A compound accordingVo Claim 1 which is 4- (N-Butyl-N- 
methyl)amino-9-(2.4,6-trimethyl^enyl)-5,6,7,8-tetrahydro-9H- 

pyrimidino [4 , 5 -b] indole . 



38. A compound according to Claim 1 which is 4- (N- 
Propyl)amino-8- (2 , 4 , 6-trimethylpheiiy\) -5,6,7- 
trihydrocyclopenta [2 , 1-d] -8H-pyi 



[4, 5-b] indole. 



3 39. A compound according to Cl^^^n^wjiich is 4- (N,N- 

Dipropyl ) amino- 8 -(2.4,6 - 1 r imethylphenyl ) \ 5 , 6 . 7 
trihydrocyclopenta [2 . 1-d] -8H-pyrimidino [4\5-bl indole . 

40. A compound according to Claim 1 which is Ethyl 4- 
0 (dipropylamino) -9- (2 . 4 , 6-trimethylphenyl) -5. 6\7 . 8- 
tetrahydropyrimidino [4 . 5-bl indole-2 -carboxylaU 




41. AVompound according to Claim 1 which is 4-(N,N- 
Dipropyl ) aminW- 2 - car boxy ami do- 9 -(2,4,6 - 1 rimethylphenyl ) - 
5,6,7, 8-tetrah^Kiro-9H-pyrimidino [4, 5-b] indole. 

42. A corapdund according to Claim 1 which is 4-{N,N- 
Dipropyl ) amino - 2 - ^inome thyl - 9 - ( 2 , 4 , 6 - 1 rimethylphenyl ) - 5 , 6 , 7 
tetrahydro-9H-pyriirtidino[4, 5-b] indole. 

43. A compound According to Claim 1 which is 4- (N- 
Cyclopropylmethylamin60 -2-methyl-9- (2 . 4 , 6-trimethylphenyl) 
9H-pyrimidino [4 , 5-b] indole 

44 . 4- (N,N-Dibutylamino) -2-methyl-9- (2,4,6- 
trimethylphenyl) -5, 6, 7, 8-t\trahydro-9H-pyrimidino [4,5- 

b] indole . 



45 . 4- (N,N-Dibutylamino) -!2-methyl-9- (2,4,6- 
trimethylphenyl) -5,6,7,8 -tetr\hydro- 9H-pyrimidino [4 , 5- 
b] indole . 

46. A compound according to \:laim 1 which is 4- (N- (2 
( 4 - Chlorophenyl ) ethyl ) amino) - 2 -metfty 1 - 9 - ( 2 , 4 , 6 • 
trimethylphenyl) -5, 6 , 7 , 8- tetrahydro\9H-pyrimidino [4 , 5- 

b] indole . 

47. A compound according toSCl^^l^hich is 4-(N-(2-( 
Chlorophenyl) ethyl) amino) -2-methyr^«5SmXW 
5,6,7, 8 - tetrahydro- 9H-pyrimidino [4 , 5 -b] i^^dole . 

48. A compound according to Claim 1 wtUch is 4- (N- (4- 
Chlorophenyl) met hylamino) -2-methyl-9- (2 , 4 , 6N 
trimethylphenyl) -5 , 6,7, 8 -tetrahydro- 9H-pyrim\^dino [4,5- 
b] indole . 
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49. A con^)9und according to Claim 1 which is 4-(N-(2 
Methyl phenyl) methyiamino) -2 -methyl -9- (2,4,6- 
trimethylphenyl)T-5^7,8-tetrahydro-9H-pyrimidino[4,5- 

b] indole . 



50. A compound accordirita to Claim 1 which is 4-(N-{3 
TrifluromethylphenyDmethylaml^io) -2-methyl-9- (2,4,6- 
trimethylphenyl) - 5 , 6 , 7 , 8-tetral^^dro-9H-pyrimidino [4,5- 

b] indole . 



51. A compound accordi?tgto Claim 1 which is (N,N- 
Dipropylamino) -2-methyl-6-dim^^^amino-9- (2,4,6- 
trimethylphenyl) - 9H-pyr imidino [4 ,Vv^ indole . 



52 A compoui^ according to Claim 1, which is 4-(N-Butyl- 
N-methyl)amino-9-(2X6-trimethylphenyl)-5,6,7,8-tetrahydro-9H- 

pyr imidino [4 , 5-bl indole 

53. A pharmaceutic^ composition comprising a compound 
according to claim 1 and a^least one pharmaceutical ly acceptable 
carrier or excipient 



54 . A process 



for preparing a compound according to Claim 



1 . 



55. A packaged pharmaceutical\o"*P°^^^^°'' comprising the 
pharmaceutical composition of ^^f^^ in a container and 
instructions for using the composi^i^^ treat a patient in 
need thereof . 

56. The packaged pharmaceutical compoktion of claim 55, 
wherein said patient is suffering from stress\ posttraumatic 



A 
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stres^yiisorder, anxiety, depression, cardiovascular disease, 
headachX obesity or an eating disorder. 



10 



Q 
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57. Amethod for localizing CRF receptors in tissue section 

samples comprsLsing : 

contacting with a sample of tissue a detectably- labelled 
compound of ClaW 1 under conditions that permit binding of the 
compound to the sample of tissue; 

washing the tissue sample to remove unbound compound; and 

detecting the bVund compound. 



58 . 



method Nfor the treatment or prevention of 
physiological disorders Associated with excess of or insufficient 
amount of CRF, which met^bd comprises administration to a patient 
in need thereof an effect \mount of a compound according to Claim 
1 . 

59. A method of inhibitSing the binding of CRF to the CRFl 
receptor, which method comprisy contacting, in the presence of 
CRF, a solution comprising a Wound of Claim 1, with cells 
expressing the CRFl receptor, wh^ein the compound is present in 
the solution at a concentration \ufficient to reduce levels of 
CRF binding to IMR32 cells in 



dtJ 
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60. A method for altering the siWl -transducing activity of 
a cell surface CRFl receptor, said mkhod comprising contacting 
cells expressing such a receptor witt\ a solution comprising a 
compound according to Claim 1, wherein tAe compound is present in 
the solution at a concentration sufficient to reduce levels of 
CRF binding to IMR32 cells in vitro. 
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61. A compound according to Claim 1 wherein in a standard 
assay of CRF bin<\ng the compound exhibits an lC,o of 1 micromolar 
or less. 

62. A compound \ccording to Claim 1 wherein in a standard 
assay of CRF binding the compound exhibits an IC„ of 100 
nanomolar or less . 

63. A compound according to Claim 1 wherein in a standard 
assay of CRF binding the cc^pound exhibits an IC,o of 10 nanomolar 
or less. 

64. A method for treat\ng stress, posttraumatic stress 
disorder, anxiety or depressionXwhich comprises administering an 
effective amount of a compound a^ording to Claim 1 to a patient 
in need thereof . 

65. A method for treating obesiVy or eating disorders which 
comprises administering an e^^jA^ ^^<=>unt of a compound 
according to Claim 1 to a pat ien\l^^^ thereof . 

66. A method for treating car^-6v^cular disorders which 
comprises administering an effective Imount of a compound 
according to Claim 1 to a patient in need thereof. 

67. A method for treating headac4 which comprises 
administering an effective amount of a compound according to 
Claim 1 to a patient in need thereof. 
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